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REMARKS 

Upon entry of this response, claims 1-6 and 8-12 will be pending. Claims 1 and 6 
have been amended to include the feature "to a patient in need thereof*. Amended claims 
I and 6 are fully supported by the specification at, for example, page 22, lines 5-18, 
which states: "A method for treating a skin disorder according to the present invention 
can comprise the step of local administration of a botulinum toxin to a patient with a skin 
disorder to thereby alleviate the skin disorder." New claim 12 is fully supported by the 
specification at, for example, page 1, lines 20-21, of the specification. No new matter is 
added. 

As a preliminary matter, Applicant acknowledges the Office Action's comments 
regarding the missing two references: (CI) Bushara K., Otolaryngol Head Neck Surg 
1996; 1 14(3):507; and (CM) Dugan et ah Mov Disord, 10(3);376:1995. Applicant is 
enclosing these references herewith. 

Claims 1-6, 9 and 10 stand rejected under 35 U.S.C. § 102(b) as allegedly being 
anticipated by U.S. Patent No. 5,670,484 and EP 0 845 267 Bl (hereinafter ''the Binder 
reference"). The Office Action alleges that disclosure of "lesion" by the Binder reference 
is the equivalent of the claimed "ulcer" feature. Applicant respectfully disagrees. 

The type of "lesion" that the Binder reference discloses relates to cutaneous cell- 
proliferative disorders, e.g., psoriasis. A cutaneous cell-proliferative disorder is different 
from an ulcer. For example, a psoriasis lesion (a cutaneous cell-proliferative disorder) is 
"papules and plaques, sharply marginated with marked silvery-white scale". Exhibit 1: 
Color Atlas and Synopsis of Clinical Dermatology, Common and Serious Diseases, 
Fitzpatrick et al., McGraw-Hill, Inc., Second Edition (1992), page 40-41. On the other 
hand, an ulcer is "a skin defect in which there has been a loss of the epidermis and the 
upper papillary layer of the dermis". Exhibit 2: Id., at page 771. Thus, the "lesion" 
disclosed by the Binder reference is not an equivalent of the "ulcer" feature of the present 
claims. Accordingly, the claims are novel over the Binder reference. 
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Claims 6, 8 and 1 1 are newly rejected under 35 U.S.C. § 102(b) as allegedly being 
inherently anticipated by the Binder reference (U.S. Patent No. 5,670,484). Specifically, 
the Office Action alleges that the Binder reference "has the same method steps and the 
same end point as that of the Applicant. [Therefore, it] would inherently treat warts." 
The Office Action at page 7. Applicant respectfully asserts that the Office Action has 
misapplied the law of inherency. The MPEP §21 12 (IV) states: 

In relying upon the theory of inherency, the examiner must provide a basis 
in fact and/or technical reasoning to reasonably support the determination 
that the allegedly inherent characteristic necessarily flows from the 
teachings of the applied prior art. Ex parte Levy, 17 USPQ2d 1461, 1464 
(Bd. Pat. App. & Inter. 1990). 

(emphasis in original). Further, the MPEP §2112 (IV) states: 

To establish inherency, the extrinsic evidence 'must make clear that the 
missing descriptive matter is necessarily present in the thing described in 
the reference* and that it would be so recognized by persons of ordinary 
skill. Inherency, however, may not be established by probabilities or 
possibilities. The mere fact that a certain thing may result from a given set 
of circumstances is not sufficient. 1 In re Robertson, 169 F.3d 743, 745, 49 
USPQ2d 1949, 1950-51 (Fed. Cir. 1999)... 

(emphasis added). The claims are directed to the administration of botulinum toxin to 
treat a particular skin disorder that has been diagnosed/identified, and the claims have 
been amended to recite "a patient in need thereof to clarify this feature. Accordingly, 
the claimed invention requires a step of diagnosing/identifying a patient with a 
specific skin disorder (i.e., warts) and administering botulinum toxin to treat that 
skin disorder. The Binder reference does not disclose the step of diagnosing/identifying 
a patient with warts and thereby administering botulinum toxin to treat the warts. 
Further, the step of diagnosing/identifying a patient with warts and thereby administering 
botulinum toxin to treat the warts does not necessarily flow from the teachings of the 
Binder reference, which teaches administering botulinum toxin to treat the cutaneous 
cell-proliferative disorder (i.e., psoriasis lesion and dermatitis lesion). 
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Claim 11 is newly rejected under 35 U.S.C. § 102(b) as allegedly being 
anticipated by U.S. Patent Application Publication 2004/0087893 Al (hereinafter **the 
Kwon reference"). The Office Action alleges that the Kwon reference discloses a method 
of administering a botulinum toxin for treating warts at page 6, section 0077. 

Contrary to this allegation, the Kwon reference does not disclose a method of 
administering a botulinum toxin for treating warts. The Kwon reference discloses a solid 
drug solution perforator (SSP) system and an associated drug reservoir for delivering 
therapeutic, prophylactic and/or cosmetic compounds, for nutrient delivery and for drug 
targeting. With regard to page 6, section 0077, of the Kwon reference, it reads: 

Another area of applications is cosmeceutical. An SSP system including a 
patch can deliver botox toxin or a hydroxyacid more efficiently and safely 
to remove or reduce wrinkle formation and skin aging. The system is also 
useful for treating lesions or abnormal skin features, such as pimples, 
corns, warts, calluses, bunions, actinic keratoses and hard hyperkeratotic 
skin, which is often found on the face, arms, legs or feet. 

As such, the Kwon reference teaches that botulinum toxin can be delivered by the SSP 
system. However, the Kwon reference only teaches that botulinum toxin can be 
delivered by the SSP system "to remove or reduce wrinkle formation and skin aging." 
The Kwon reference does not teach or suggest that botulinum toxin may be 
administered to treat warts. In fact, the Kwon reference does not teach the use of any 
drug to treat warts. At most, the Kwon reference teaches that a medication known for 
treating warts (which does not include botulinum toxin) may be delivered by the SSP 
system to treat warts. Thus, the Kwon reference cannot anticipate the claimed inventions. 

The Office Action also alleges that the Kwon reference inherently discloses a 
method of administering a botulinum toxin for treating warts. However, the Office 
Action has not established that the method of administering a botulinum toxin to treat 
warts necessarily flows from the teaching of the Kwon reference. The Kwon reference 
only teaches that the claimed SSP system may be used in combination with botulinum 
toxin to reduce wrinkle formation and skin aging. With regard to warts, the Kwon 
reference merely suggests that the claimed perforator system may be used in combination 
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with a drug to treat warts. Perhaps the Office Action is suggesting that there is a 
probability or possibility that the claimed perforator system may be used in combination 
with a botulinum toxin to treat warts. In this respect, Applicant respectfully directs the 
Office to the MPEP sections sited above, which states that inherency may not be 
established by probabilities or possibilities. The claimed method of administering a 
botulinum toxin to treat warts must necessarily flows from the teaching of the Kwon 
reference — which it does not. Accordingly, the Office Action has not met the 
requirements for establishing that the Kwon reference inherently anticipates the claimed 
invention. Thus, the claimed invention is novel over the Kwon reference. 

In view of the foregoing, Applicant submits that the pending claims are in 
condition for allowance, and an early Office Action to that effect is earnestly solicited. 



Date: September 19, 2005 

COZEN O'CONNOR 
1900 Market St 
Philadelphia, PA 19103 
(215) 665-2158 (Telephone) 
(215) 701-2057 (Facsimile) 



Respectfully submitted, 




QuanL. Nguyen 
Registration No. 46,957 
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Botulinum Toxin and Rhinorrhea 

To the Editor: 

I read with greal interest the results of Shaart er. al.'s 
study. 1 Using a dog model, they demonstrated that topical 
application of botulinum toxin type A to the nasal mucosa 
inhibits ncrvc-evoked secretions. 1 These results offer yet 
another therapeutic potential for botulinum toxin, as an 
alternative treatment in vasomotor rhinitis. 

The authors proposed the injection of the spheno- 
palatine ganglion as a more effective way of delivering the 
toxin to the nasal glands. Direct submucosal injection of 
botulinum toxin is likely to produce more control of 
mucosal secretions. The injected dose is likely to spread 
locally, producing a field of selective denervation of the 
nasal seromucinous glands. The size of this regional de- 
nervation field is proportional to the dose injected. From 
our studies using subcutaneous injections of botulinum 
toxin to block the cholinergic sympathetic fibers to sweat 
glands, we found that one-point injection of 20 U of 
(Dysport-Porton Products, U.K.) in the dorsum of the 
hand produces a circular area of complete anhidrosis 5 to 
6 cm in diameter. *•* Unlike the proposed sphenopalatine 
injections, direct submucosal injections are less likely to 
produce dry eyes. 

Of the four dogs studied, one had a paradoxical re- 
sponse with increased secretions. Although this can be 
attributed to inadequate stimulation of the control side or 
failure of the toxin to penetrate the mucosa, a "true 
paradoxical effect" of the toxin cannot be ruled out/ 
Excessive salivation has been known to occur in botulism/ 
A similar paradoxical effect on lacrimal glands, producing 
watering of the eyes, has been reported in patients re- 
ceiving periorbita! injections for blepharospasm or hemi- 
facial spasm. 6 The paradoxical effect of the toxin on the 
41 neuroglandular junction" remains unexplained. 4 It may 
represent hypersensitivity of the denervated glands in a 
similar fashion to the well-known phenomenon of "para- 
lytic secretion,'* in which excessive salivation occurs a few 
days after denervation of the salivary glands and persists 
for 2 to 3 weeks. 7 The autonomic dysfunction in botulism 
out lasts skeletal muscle paralysis, indicating that the 
neuroglandular junctions require more time to recover. 
This has been our experience with botulinum toxin-in- 
duced anhidrosis, an effect that may last up to 11 months 
(Bushara, Unpublished observation, 1995). 

Khalafalla O. Bushara, MRCP(UK) 
Department of Neurology, H61574 
University of Wisconsin Hospital and Clinics 
600 Highland Ave. 
Madison, WI 53792-5132 
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Autoimmune Inner Ear Disease 

I could not Jet the Letter to the Editor that appeared in 
The Jouknal (Boyles JH Jr. 1995;112:631-3) go without 
comment. It was difficult to believe the author had not 
removed his blinders and failed to site the literature of 
current investigation by Harris M4 and Mosciki , * , » and 
previous articles by McCabe. 3 ** No one refutes the pos- 
sible role of allergy in fluctuating sensorineural hearing 
loss. But, get real; if one is going to stand on a publishing 
soap box and spout disparaging statements about others 
and then tout one's own philosophies without the facts, 
that's bad journalism. 

Charles M. Luetje, MD, FACS 
Otologic Center, Inc. 
3100 Broadway, Suite 509 
Kansas City, MO 64111 
23/8/69900 



REFERENCES 

3. Ryan AF, Harris JP, Schiff M. Immunology of the ear: 
experimental models. In: Vetdman, McCabe BH, eds. Oto- 
immunology. Amsterdam: Kugler Press, 1987:187-92. 

2. Harris JP. ImmunopathoJogy of the inner ear. In: Ogra P, 
Bernstein J, eds. Immunology of the ear. New York: Raven 
Press. 1987:437-51. 

3. Harris JP. The endolymphatic sac its importance as a site of 
inner car host defense and immunity, In: Nadol JB, ed. 
Proceedings of the second international symposium on Me- 
niere's disease. Amsterdam: Kugler and Ghedini Publica- 
tions, 1989. 

4. Harris JP. Experimental immunology of the imier ear. In: 
Pfattz CR, Arnold W, Kleinsser O, eds. Bearing of basic 
research on clinical otolaryngology. Advances in otorhino- 
laryngology. Basel: Karger, 1991;46:26-33. 

5. Harris JP. Clinical and experimental aspects of immune- 
mediated sensorineural hearing loss. In: Veldman J, McCabe 
B r Harris J, eds. Immunobiofogy in otology, rhinology and 
laryngology. Alstelveen, The Netherlands: Kugler. 1992:45-9. 

6. Harris JP. Immune-mediated diseases of the inner ear. Id: 
Sharpc J A. Barber HO, eds. The vestibulo-ocular reflex and 
vertigo. New York: Raven Press, 1993:361-74. 

7. Harris JP. Autoimmune diseases affecting the inner ear. In: 



BEST AVAILABLE COPY 



PAGE 12/17 * RCVD AT 9/19/2005 7:01 :31 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-6728 * DNIS:2738300 » CSID:215 665 2013 * DURATION <rnm-ss): 10-28 



.Sent By: COZEN OCONNOR; 



215 665 2013; 



19 Sep'05 7:28PM;Job 238;Page 13/17 



376 



INTERNATIONAL CONFERENCE ON BOTULINUM TOXIN 



RS Boyd, MJ Ouggan, KA Foster 

The Speywood lrtf»retoiy Ud., SI. George* Hoopla! Medical 
School, Cromer Terrace, London 8W17 OQS 

The Identification of • ncrwwuronel homotoffxt of synaptobrevtn. 
ceflufcrevin, in which the Botulinum naufotoxln-a (BoNT-8) soraWvs 
proteoVtfo cleavage ate to corejarved, raiaei fr* poeafefflty lhat 
accretions from cela other than nevroenctocrtne oeia may be) eenaWve to 
kihWM by BoNT-B. Secretion from euch ce* la not nonneOy subject 
to hhWOon by BoNT-8 due to e highly eetectt/e uptake rnechantom 
present only on the presynaptic eemwieJa of the naurornueeutar Junction. 
The fcwifin secreting cei Una HIT-16 to etonvad ftom pancreatic p cede. 
Perwreatoccata ere rferxiooarm origin. Wo ham etuoTed the etlecta of 
BoMT-B on HTM5 ceia fceowtng Introduction of the toxin Into the cot 
cytoaot by otoctropora tt on. tn confroi eels, potaasium CSOmM) ettoiutetsd 
Irouto leieaee from 17.4 H- 1.8 ng of iruuMvmg of protein to 01 W +A- 
8.6 no of insuGnm/rog of protein By confraet. In BoNT-B treated oats, 
potassium only athnUetad faeUIn releaee from 192 4.6 ng of 
ewuleVrVmc of protein to 33.7 3*3 ng of Insu^vn/mo. of protein. Tha 
H**^ of potassium etlrrH^^ 

BoffT-B wee significant (rrt, p<0.05). vYsjfcem Hot analysis Indicated 
that the MIT-IS ceos contained two protalna reeeflve with an enti- 
tynap to txev W cettutorevtn enObody. Analysis of theee proteins by 
Western blot In extracts from the caaa where tnhMon of h»iai 
eecratton by BoKTB had been observed, ehowed reduced teveto of 
reactMy. Thus BoMT-fi appears to WUbft inaUBn aacredon from HIT-15 
osBe by deavtng eynaptonrevtrvoeflubrevto In these cole. Theee reeuta 
suggaat that penomatic ^oets contain en too#onn<»> of eyrw**obrev!n 
which Is Involved In the secretion of tosufrn, mua f neldng toauen 
in these cefls sensitive to WDbtlon by boo^num rieuratoxin B. 
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A tWM flf tMHuamn nmimtnrin „ strata MtPfeaalon In pjUfc 
Mlchaet J Dugoan, Robert S Boyd & Keith A Foster 
The 8peywood Uboratoiy Ltd.. St George's Hospital Medical School. 
Crenmer Terrace. London SW17 OQS. UK 

Botuenum neurotoxins (BoNtx) are Known to be zfrto-e*pendont 
proteases specific for one of three presynaptic protons: ayn ap t o brevfrt 
(serotypes B.D.F and G), syntaxin 1 (C1). or 6RAP-25 (A and E). Non- 
neuronal tooforma of the first two of these have been discovered 
(ceh/brevtn and ayntaodna 2-6); of theee caJubrevtn has been shown to 
be a substrate for BoNtx B,0JF and <fc It hee been suggested thet 
theee proteins form comptoaee the! may be uWquftously kwofved in 
mernbrana-rrtembrene furdon i 



Using e penet of anflbodtoo we have screened e targe number of oaO 
typee. from twth •nrnortafcad eal tnee end primary cteiuree, for the 
preaance of tha known eubatrstee for tie BoNtx. Whfte SNAP-25 end 
syntaxin were found ora> In cello of a rrewoendocrine Ineage (e.g. 
chro me mn ceft. PC12. QH3, and Ineunnomaa) both ceftub 
aynaptobrevfri were detected In afr cat typee tested, from 1 
(e.g. BHK) to myeloid cell (0.0, meet oefta). It wae notable, 
that As nauroanooonne-oonved oofta con ta i n e d more ayrtaptobrevln 
than oaUubrevex whle others (e.g. flbraUaata) oordamed e greater 
proporflon of ceiubravtn. Pratmlnery data from RT-PCR studess hee 
oo nt rmed the expr eaaton pattern of theee gemproductalnarfumberof 
eel typee. 



Theee data provtea some evidence for the 
meohantora for membrane tUaron 



Stanoa of a universal 
eVhough the target 
partners for ■ynaptobrevln and ceAubrevIn (preaumaWy 
rryntaxtrrs Z-5) remain to be Identified In tha rxawiounaondoortne cell 
types. 



Tha kauin — cmSny fl^ F^ MIT,1S eontrrimi SNAP-2S which to Q 
la«p«i far hrArfrwn naumioidnA 
R8 Boyd, MJ Duggan, KA Footer 

The Speywood Uboratory Ltd.. St Oeorge'i Hospital Medical School. 
Crenmer Terrace, London SW17 OQS 

The mechentom of action by whteh botufinum resjrotexfc>A <BoNT-A) 
Inhibits aoatytohoane rstoeee at tie rieuromusoutor Junction hee 
recently been reported to be proteolytic c*ee»mge of the neuronal 
protein SNAP-2S, »yres?tosorneHu«ooiatad protein Of 25 kOa. 
tnotepemtontly, SHAP-2B hee bean (proposed to be e component of e 
fusion comptox aivorved In both nauronal and nix>nourofto] axocytooe 
fuaton everrts. The poesrbJity. therefore. exJtts thet 8NAP-2B, or 
tomologuse. wfJ be found to ptay a role in exocytottc fusion events 
olrterthanneuroeecratioa Analysis of me r^oVcobotto protein fradion 
of the frwum secreting p^oel Ina. MTr-t5, by Western Mot revealed the 
preeence of a SNAP-25 trwrrurioreacflwe protein of approodmsftsry 25 
kDa Ele cljou c ra itoit of BoKT-A Into tie HJT-1 5 oal reeutted in toss of 
tres krwounoraecoVe bend inmcatng proteorytto c toavape. Thtotoreghry 
suggeatfve that the reT-15 eel contains SNAP-29 or e dose 
rtomotogue. Rirtrierriwre. cela imo which BoMT-A had been 
electroporated dtopteyed a atgnHtoamly (P < 0.001. n - 10) rnNblted 
aeoraOon of Insufri In response to e potaastt^i e tw laneatl o n atkmeus. 
In control oetto a pc^assium-etopotartran on strmtos (30mM) aBmutsted 
aiauln retoeee from 10.0 H* 2.7 ngmrVng of |xoWn to 51.1 «/- 0.0 
ngAVmg of protein, whilst to oats treated wfth ItoNTvK the potsssium- 
o^pctartzalton samurua sflmutated reteeee from IB.0 4.0 ngftvtng of 
protein to 21.4 *ASJng**mg of protein. These reauts show that the 
pejKBsatfe p>oel darned WT-15 cefl corttolrw a aubstreto lor botuwium 
neurc<ox»>A, end that this rerKlera them semftive to inrttrtfon of Insuan 
n by the neurotoxin. 




teJa>«o»eiiiiieo«*»«i w*e>ejer»aei w #alin reeieTSt«aseaar>toWeS|h 
^SSm^mtm!Sm^m\^ ea M * * JWa 9m*** eaeaaeea teeear wm*Zmil*f 



n*9w % ii C retan* 




veal tea ean rasee) to mom s ****** rm a»i^ (T> a re^ efrwvrtase ee 
>iaii wrt i w aTx^toe^t*aert>»"Osgt»'rfciaiii i ii i n n ioaii n iioi ij ii m i 
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